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20. A method for treating a cancer, comprising administering to a patient in need 

/ ^ 

( y thereof a selective endothelin B reqpptor antagonist compound selected from the group 

j ^Dnsisting of BQ788, IRL-1038, RE^-701-1, PD-142893, and H-3596. 
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REMARKS 

Claims 1-5 and 14-20 are presently pending. Claim 4 has been amended to 
more particularly point out and distinctly claim the invention; and to place the claims in 
condition for allowance. Support for the claim amendment can be found throughout the 
specification. New claims 16-20 have been added and are fully supported by the instant 
specification. In particular, support for claim 16 can be found, for example, on page 49, lines 
10-14 of the instant specification. Support for claim 17 can be found, for example, on page 
49, lines 16-18 of the instant specification. Support for claim 18 can be found, for example, 
on page 50, line 18 to page 51, line 3 of the instant specification. Support for claim 19 can be 
found, for example, on page 47, line 25 to page 48, line 22. Support for claims 20 can be 
found, for example, on page 16, lines 8-13 of the instant specification. Thus, no new matter 
has been introduced. Entry of the foregoing amendments are respectfully requested. 

A marked up version of the amended claims showing the amendments is 
attached hereto as Appendix A. Matter that has been deleted is indicated by brackets and 
matter that has been added is indicated by underlining. A copy of the claims as pending after 
entry of the foregoing amendment is attached as Appendix B. 

The Rejections Under 35 U.S.C. 8 112. First Paragraph Should Be Withdrawn 

Claims 1-5, 14, and 15 are rejected under 35 U.S.C. § 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
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reasonably convey to one skilled in the relevant art that the inventors, at the time the 
application was filed, had possession of the claimed invention. This rejection is in error and 
should be withdrawn. 

The Examiner contends that Applicants were not in possession of all selective 
ETB antagonists at the time the application was filed. Applicants respectfully disagree with 
the Examiner's position that the scope of the claims is not commensurate with the 
specification. The Examiner appears to be positing a rule that an Applicant must be limited 
to claiming only what is present in the working examples (i.e., BQ788 in Example 1 of the 
instant specification). This is not the law. In fact, there is no requirement that an application 
have any working examples, even when the invention involves a complex technology. See In 
re Strahilevitz . 668 F.2d 1229, 212 U.S.P.Q. 561 (C.C.P.A. 1982). Therefore, the fact that 
Applicants have not identified all selective ETB antagonists that can be used in accordance 
with the claimed methods of the invention is not material to patentability. 

The Examiner further alleges that the Applicant is not entitled to the breadth 
of the claims at issue - namely the use of all selective ETB antagonists in the claimed 
methods of treating cancer. The Examiner contends that the Applicant is only in possession 
of one species of ETB antagonist (i.e., BQ788) which is not identified by sequence identity 
number or defined by structure. Applicants submit that the specification does adequately 
describe the entire scope of genus of compounds to be used in the claimed methods of the 
invention. Applicants contend that the specification has provided a description of unifying 
characteristics that distinguish the members of the genus of compounds to be used in the 
methods of the invention, i.e., the ability to selectively antagonize ETB. 

The function of the "written description" requirement of 35 U.S.C. 112, first 
paragraph, is to ensure that Applicants had possession of the claimed subject matter, as of the 
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filing date of application relied on. In re Blaser . 556 F.2d 534, 194 USPQ 122 (CCPA 1977). 
The inquiry into satisfaction of the written description requirement is factual and depends on 
the nature of the invention and the amount of knowledge imparted to those of skill in the art 
by the disclosure. In re Wertheim , 646 F.2d 527, 191 USPQ 90 (CCPA 1976). Satisfaction of 
the "written description" requirement does not require in haec verba antecedence in the 
originally filed application. In re Lukach . 440 F.2d 1263, 169 USPQ 795 (CCPA 1971). The 
written description requirement can be satisfied by showing that the disclosed subject matter, 
when given its 'necessary and only reasonable construction,' inherently (i.e., necessarily) 
satisfies the limitation in question. Staehelin v. Secher, 24 USPQ2d, 1513, 1520 (Bd. Pat. 
Int'f. 1992) ("a specification need not describe the exact details for preparing every species 
within the genus described"). In general, precedent establishes that although the Applicant 
'does not have to describe exactly the subject matter claimed, the description must clearly 
allow persons of skill in the art to recognize that [the Applicant] invented what is claimed. 5 In 
re Gosteli. 872 F.2d 1008,1012, 10 USPQ2d 1614, 1618 (Fed. Cir. 1989). "The written 
description must communicate that which is needed to enable the skilled artisan to make and 
use the claimed invention." Kennecott Corp. v. Kvocera Int'L Inc ., 835 F.2d 1419, 1421, 
5 U.S.P.Q.2d 1194, 1197 (Fed. Cir. 1987), cert, denied, 486 U.S. 1008 (1988). 

To overcome a prima facie case of unpatentability under 35 U.S.C. § 1 12, first 
paragraph, Applicants must show by evidence or argument that the invention as claimed is 
adequately described to one of ordinary skill in the art. In re Alton 76 F.3d 1 168, 1 175 
(Fed. Cir. 1996). The specification does in fact provide a sufficient disclosure of the claimed 
genus to allow one of skill in the art to identify other members of the genus to be used in 
accordance with the claimed methods. 
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In the present situation, Applicants are not claiming the compounds 

themselves, but a new use for compounds that are selective antagonists of ETB. Through the 

use of in vitro assays as described in the instant specification, compounds with the desired 

property (i.e., selective inhibition of ETB activity) can be identified. Applicants have 

demonstrated various means of identifying a compound to be a selective antagonist of ETB, 

including, but not limited to prevention of downregulation of E-cadherin protein levels (e.g., 

page 47, line 26 to page 48, line 4 and page 48, lines 12-22 of the instant specification); 

prevention of downregulation of P-catenin protein levels and/or prevention of increased 

electrophoretic mobility of the P-catenin protein (e.g., page 49, lines 10-14 of the instant 

specification); prevention of downregulation of pl20 CTN protein levels and/or prevention of 

increased electrophoretic mobility of the pl20 CTN protein (e.g., page 49, lines 16-18 of the 

instant specification); and prevention of increased caspase 8 activity levels (e.g., page 50, line 

18 to page 51, line 3 of the instant specification). One of skill in the art can easily subject 

candidate compounds to in vitro assays to discern genus members from non-genus members. 

Using this criteria, any compound can be determined by one skilled in the art to be either 

inside or outside of the genus without resorting to undue experimentation. 

In view of the foregoing, Applicants request that the Examiner withdraws the 
rejections under 35 U.S.C. §112, first paragraph. 

The Rejections Under 35 U.S.C. S 102 Should Be Withdrawn 

Claims 1-4, and 14 are rejected under 35 U.S.C. § 102(e) as being anticipated 
by U.S. Patent No. 6,063,91 1 to Vournakis ("Vournakis"). The Examiner contends that 
Vournakis discloses an endothelin antagonist that can be used in a method for treating cancer, 
particularly melanoma. This rejection is in error and should be withdrawn. 
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The Examiner has allegedly considered Applicants 5 previous arguments that 
amended claims reciting selective ETB antagonists are not anticipated by Vournakis and 
deemed them non-persuasive because the instant specification allegedly does not define 
selective ETB antagonists. The Applicants contend that contrary to the Examiner's position, 
the specification clearly provides to one skilled in the art the parameters to identify a selective 
antagonist of ETB. 

Here the claims relate to a method for treating cancer by administering a 
compound that selectively antagonizes ETB. The instant specification provides a number of 
compounds with the ability to selectively antagonize ETB. Example 1 shows that, unlike a 
known ETA antagonist (BQ123), a known selective ETB antagonist (BQ788) does indeed 
down-regulate endothelin dependent E-cadherin expression and act as a selective ETB 
antagonist. Clearly, the claimed method is enabled by the compounds enumerated in the 
specification, as well as those known in the art. The test for enablement is whether one 
reasonably skilled in the art could make or use the invention, without undue experimentation, 
from the disclosure in the patent specification coupled with information known in the art at 
the time the patent application was filed. U.S. v. Telectronics Inc ., 857 F.2d 778, 8 USPQ2d 
1217 (Fed. Cir. 1988). The specification need not, and preferably should not describe what is 
already known in the art. See Hvbritech Inc. v. Monoclonal Antibodies. Inc .. 802 F.2d 1367, 
1384 (Fed. Cir. 1986). 

With respect to compounds which have heretofore unappreciated selective 
ETB antagonistic activity, the specification discloses assays for the identification of such 
compounds. The specification explicitly states that the compounds that can be used in the 
methods of the invention are not limited to the specific examples disclosed, and describes 
assays that can be used to determine the specificity of candidate compounds for use in the 
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method of the invention. As set out in the specification, appropriate compounds may be 
identified by their ability to selectively bind to ETB or to modulate the interaction between 
ETB and its binding partner(s) {e.g., Sections 5.6.1 and 5.6.2 of the instant specification). 
Compounds can also be identified by their ability to functionally inhibit ETB. For example, 
Applicants have demonstrated various means of identifying a compound to be a selective 
antagonist of ETB, including, but not limited to prevention of downregulation of E-cadherin 
protein levels (e.g., page 47, line 26 to page 48, line 4 and page 48, Hnesl2-22 of the instant 
specification); prevention of downregulation of P-catenin protein levels and/or prevention of 
increased electrophoretic mobility of the p-catenin protein (e.g., page 49, lines 10-14 of the 
instant specification); prevention of downregulation of pl20 CTN protein levels and/or 
prevention of increased electrophoretic mobility of pl20 CTN protein (e.g., page 49, lines 16-18 
of the instant specification); and prevention of increased caspase 8 activity levels (e.g., page 
50, line 18 to page 51, line 3 of the instant specification). One of skill in the art can readily 
use the assays taught in the specification to determine whether a candidate compound has 
activity as a selective endothelin B receptor antagonist or not. Therefore, the skilled artisan 
can obtain from the specification sufficient knowledge of the types of compounds that can be 
used in the methods of the claimed invention such that the methods are effective in treating 
cancer. 

Someone skilled in the art could use the teachings of the specification to 
identify selective ETB antagonists without undue experimentation to distinguish those 
compounds which may be used in accordance with the claimed methods of the invention. 
Thus, the Examiner's contention that the specification does not define selective antagonists of 
ETB or does not give direction as to what would characterize a selective ETB antagonist is in 
error. 
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The legal test for anticipation under 35 U.S. C. § 102 requires that each and 
every element of the claimed invention be disclosed in a prior art reference in a manner 
sufficient to enable one skilled in the art to reduce the invention to practice, thus placing the 
public in possession of the invention. W.L. Gore Associates v. Garlock. Inc. . 721 F.2d 1540, 
1554 (Fed.Cir. 1983) cert, denied 469 U.S. 851 (1984); In re Donohue. 766 F.2d531 (Fed. 
Cir. 1985). Anticipation under 35 U.S. C. § 102 requires identity of invention. Scripps Clinic 
& Research Fdn. v. Genentech Inc. , 927 F.2d 1565 (Fed. Cir. 1991). 

In the present instance, Vournakis does not describe a method of treating 
cancer comprising administering a selective antagonist for the endothelin B receptor. Rather, 
the compound disclosed in Vournakis, R061, is a non-specific, non-pep tide inhibitor of both 
endothelin receptors, ETA and ETB (see column 3, lines 44-46 of Vournakis). Since each 
and every limitation of the claimed invention is not disclosed in the prior art reference, the 
invention is not anticipated, and the rejection should be withdrawn. 

Claims 1-4, and 14 are rejected under 35 U.S.C. § 102(e) as being anticipated 
by U.S. Patent No. 5,382,569 to Cody ("Cody"). The Examiner contends that Cody discloses 
novel antagonists of endothelin that are receptor antagonists useful in treating cancer. The 
rejection is in error and should be withdrawn. 

Applicants respectfully point out that this rejection is a duplicate of a rejection 
made in the Office Action mailed February 23, 2001 in paragraph 10 (a copy of which is 
submitted herewith as Exhibit 1). Applicants responded to this rejection with arguments in 
the Amendment Under 37 C.F.R. §1.111 filed August 23, 2001 on pages 7-8 (a copy of 
which is submitted herewith as Exhibit 2). The Examiner found these arguments to be 
persuasive and thus withdrew the rejection in the Office Action mailed November 6, 2001 in 
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paragraph 8 (a copy of which is submitted herewith as Exhibit 3). Applicants believe that no 
additional arguments are required to obviate this rejection. 

In view of the foregoing, the rejections under 35 U.S.C. § 102 should be 

withdrawn. 

CONCLUSION 

Applicants respectfully request entry and consideration of the foregoing 
amendments and remarks. The claims are believed to be free of the art, and patentable. 
Withdrawal of all the rejections and objections and allowance is earnestly sought. 



Date 



December 4, 2002 



Respectfully submitted, 

^(X^l 4» 30,742 
Laura A. Coruzzi (Reg. No.) 

PENNIE & EDMONDS llp 

1 155 Avenue of the Americas 
New York, New York 10036-271 1 
(212) 790-9090 
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APPENDIX A 

Marked-Up Copy of the Amended Claims 
U.S. Patent Application Serial No. 09/305,084 
Attorney Docket No. 5914-080-999 



4. The method of Claim 1, in which the compound is a mimic of Endothelin-1 



that selectively binds to the endothelin B receptor. 
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APPENDIX B 

Pending Claims as of December 4, 2002 
U.S. Patent Application Serial No. 09/305,084 
Attorney Docket No. 5914-080-999 

1 . A method for treating a cancer comprising administering a compound that is a 
selective antagonist to an endothelin B receptor, to a patient in need thereof. 

2. The method of Claim 1 in which the cancer is selected from the group 
consisting of melanoma, prostate cancer, colon cancer, ovarian cancer or mammary cancer. 

3. The method of Claim 2 in which the cancer is melanoma. 

4. (amended) The method of Claim 1, in which the compound is a mimic of 
Endothelin- 1 that selectively binds to the endothelin B receptor. 

5. The method of Claim 1 in which the compound is an antisense molecule that 
blocks translation of a polypeptide that activates the endothelin B receptor. 

14. The method for treating cancer wherein the cancer cells express the endothelin 
B receptor, comprising administering a compound that is a selective antagonist to the 
endothelin B receptor to a patient in need of such treatment. 

15. A method for treating cancer comprising administering a compound that 
prevents the downregulation of E-cadherin in the cancer cell to a patient in need of such 
treatment. 
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16. (new) A method for treating cancer comprising administering a compound 
that is a selective antagonist to an endothelin B receptor such that it prevents the 
downregulation of P-catenin in the cancer cell to a patient in need of such treatment. 

17. (new) A method for treating cancer comprising administering a compound 
that is a selective antagonist to an endothelin B receptor such that it prevents the 
downregulation of pl20 CTN in the cancer cell to a patient in need of such treatment. 

18. (new) A method for treating cancer comprising administering a compound 
that is a selective antagonist to an endothelin B receptor such that it prevents the increased 
activity of caspase 8 in the cancer cell to a patient in need of such treatment. 

19. (new) The method of claim 1 wherein the compound that is a selective 
antagonist to an endothelin B receptor is determined by an in vitro assay comprising: 

a) contacting a cell expressing endothelin B receptor and E-cadherin with 
endothelin and the compound; and 

b) determining the level of E-cadherin expression, 

wherein the level of E-cadherin expression in cells contacted with endothelin in the absence 
of the compound is decreased compared to the level of E-cadherin expression in cells 
contacted with endothelin and the compound. 

20. (new) A method for treating a cancer, comprising administering to a patient 
in need thereof a selective endothelin B receptor antagonist compound selected from the 
group consisting of BQ788, ERL-1038, RES-701-1, PD-142893, and H-3596. 
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Application/Control Number: 09305084 
Art Unit: 



- Page 2 



DETAILED ACTION 



Election/Restriction 

1. Applicant's election with traverse of Group I (claim 1-5) in Paper No.6 (filed December 
13, 2000) is aclaiowledged. The traversal is on the grounds that it would not be a serious burden 
on the Examiner to search Groups I and II at the same time and in the belief that the Examiner 
incorrectly classified Group n. This is unpersuasive. 

The argument that a search encompassing the two Groups is not found persuasive for the 
reasons set forth in the restriction requirement (Paper No. 5, mailed November 17, 2000). The 
Examiner does concur with Applicants that the subclass of Group II was incorrect, however this 
does not warrant removal of the restriction requirement. The correct subclass is 7.6. The method 
clearly involves two different molecules, an antisense molecule and a ribozyme. As to the 
question of burden of search, the claims of Groups I and H are classified differently, necessitating 
different searches in the U.S. Patent shoes. Further, classification of subject matter is merely one 
indication of the burdensome nature of the search involved. The literature search, particularly 
relevant in this art, is not co-extensive and is much more important in evaluating the burden of 
search. Clearly different searches and issues are involved in the in the examination of each group. 
For these reasons the restriction requirement is deemed to be proper and is adhered to. 
The requirement is therefore made FINAL. 
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AppUcation/Control Number: 09305084 Page 3 

Art Unit : 

However, the policies set forth in the Commissioner's Notice of February 28, 1996 
published on March 26, 1996 at 1 1 84 O.G. 86 will be followed. Method claims limited to the 
scope of the allowable product claims will be rejoined and examined at the time the product 
claims are indicated as being allowable. 

2. Claims 1-5 are pending. 

Claims 6-13 have been canceled. 

Claims 1-6 examined on the merits. 7 

Drawings 

3 The drawings are objected to because of reasons cited on attached form, PTO-948 
completed by draftsman. Correction is required. 

Specification 

4. The disclosure is objected to because the brief description of the drawings section, 
specifically Figure 4 on page 19, lines 23-27 of the specification does not contain a separate 
description of figures 4a-4j. A figure caption for each panel within a figure must be cited within 
the brief description of the drawings section. 
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AppUcation/Control Number: 09305084 . Pa S e4 . 
Art Unit: 

Gaint Objections 

5. Claim 5 is objected to because the claim contains the recitation u or ribozyme" and 
Applicants have elected the method of Group I in which the compound is an antisense molecule. 
The recitation "or ribozyme" must be deleted from the claim. 

Claim Rejections - 35 U.S. C § 112 

6. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
make and use the same and shall set forth the best mode contemplated by the inventor of 
carrying out his invention. 

7. Claims 1-5 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
does not reasonably provide enablement commensurate with the scope of the claimed invention. 
The specification does not enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to practice the invention commensurate in scope with these claims. 

Claim 1 is broadly drawn to "A method for treating a cancer, comprising administering a 
compound ... to a subject in need of such treatment." These claims read on any and all 
pounds capable of treating any and all cancers. While the specification teaches the 
^ministration of compounds, BQ7°8 and BQ123 to melanocytes and melanoma cell lines, the 
specification does not teach the administration of any compound to any and all cancers other than 
melanoma . Many compounds could be administered to a cancer patient in hopes of treatment, 
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AppUcation/Control Number: 09305084 Pa 8 e5 
Art Unit: 

however Applicants have provided just one example of melanoma treatment, exemplified in 
Example 1 found on pages 47 and 48. Thus the specification is only enabled for the method of 
treating a melonoma cancer comprising administering BQ788 and BQ123, antagonists of 
endothelin B receptor. It would require undue experimentation of one skilled in the art to make 
and use all compounds considered anti-cancer agents that would be possibly effective in the 
treatment of a cancer. 

Likewise, it is well known in the art of cancer treatment that tumors of differing cell types 
respond differently to a given therapeutic approach, and that a treatment modality that is effective 
against of a tumor of one given cell type would not necessarily be expected to be effective against 
tumors of differing histological origin. Cancers of all cell types are not expected, by those of skill 
in the art, to respond in a similar fashion to the administration of a given class of molecules. 

Additionally, the reference by Johnson and Goldin (Cancer Treatment Reviews 2:1-31, 
1975) cites that neoplasms of different cell origins respond very differently to a given anti-tumor 
agent. Table 2 on page 5 is a comparison of the activity spectrum of anti-tumor agents in a 
variety of human tumors. Note, for example, that methotrexate is effective against acute, 
lymphocytic leukemia, breast, lung, head and neck, cervical and testicular cancers and 
trophoblastic tumors (and ineffective against gastrointestinal carcinoma, chronic myelogenous 
leukemia, malignant melanoma and sarcoma), while mitomycin C is effective against 
gastrointestinal carcinoma (and ineffective against acute lymphocytic leukemia, breast, lung, head 
and neck, cervical and testicular cancers, trophoblastic tumors, chronic myelogenous leukemia, 
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Art Unit: 

malignant melanoma and sarcoma) and hydroxyurea is effective against chronic myelogenous 
leukemia, malignant melanoma and sarcoma (and ineffective against acute lymphocytic leukemia, 
breast, lung, head and neck, cervical and testicular cancers, trophoblastic tumors and 
gastrointestinal carcinoma). Thus, as supported by the Johnson and Goldin reference, one of skill 
in the art would not expect a suggested anti-tumor agent, such as an neurotoxin, to be effective 
against neoplasms of differing histological origin. Thus, one of skill in the art could not practice 
the broadly claimed method, of treating cancers of all cell types, with a reasonable expectation of 



success. 



7. The following is a quotation of the second paragraph of 3 5 U. S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and 
distinctly claiming the subject matter which the applicant regards as his invention. 

8. Claims 4 and 5 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

a. The recitation "the compound is a mimic" in claim 4 is vague and indefinite. It is 
not clear in what fashion should the compound resemble or imitate endothelin-1? Should it mock 
endotheliri-1 in structure, activity or binding affinity for the receptor? The metes and bounds 
cannot be determined. 
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Art Unit: 

b. Claim 5 is vague and indefinite in the recitation "molecule". What is the molecule 
that is claimed to activated ETB? The metes and bounds of the claim cannot be determined. A 
"molecule" can be anything, such as a peptide, an organic molecule, an inorganic molecule, a 
DNA fragment, a plastic, a carbohydrate, etc. Applicant's attention is directed to Iliads 
Tankslev (26 USPQ2d 1384) wherein the Board noted that under 35 U.S.C. 112, second 
paragraph, the claims must be so definite as to allow the comparison with the available art and 
must also make it possible for the public to determine from the claim what it encompasses. How 
would one know if the patented claim was being infringed? 

c. Claim 5 is vague and indefinite in the recitation "...a molecule that activates ETB." 
In what manner is this molecule to activate ETB? Hence, the metes and bounds of the claim 
cannot be determined. 



Claim Rejections - 35 U.S.C § 102 
9. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in 
this or a foreign country, before the invention thereof by the applicant for a patent 

(e) the invention was described in a patent granted on an application for patent by another filed I fa- the United 
sites before the invention thereof by the applicant for patent, or on an international apphcauon by another _ who 
£ the reauirements of p^graphs (1). (2). and (4) of section 371(c) of this title before the m^nhon 
thereof by the applicant for patent 
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Art Unit: 



10. Claims 1 and 4 rejected under 35 U.S.C. 102(e) as being anticipated by U.S. Patent 
Number 5,382,569 (January 17, 1995)/ Reference AP on IDS. U.S. Patent #5,382,569 discloses 
novel antagonists of endothelin that are antagonists to an ETB which are useful in treating cancer. 
These antagonists also mimic endothelin- 1, see the abstract. 

11. Claims 1-4 are rejected under 35 U.S.C. 102(a) as being anticipated by Okazawa et al. 
(Journal of Biological Chemistry 273(20): 12584-12592, May 15, 1998)/ Reference DC on IDS. 
Okazawa discloses a method for treating melanoma cancer comprising administering BQ788, see 
Figure 2d. This compound is a mimic of endothelin-1, see Figure 1 caption and page 12588, 
column 1, sentence 2. 

12. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Alana M. Harris whose telephone number is (703)306-5880. The examiner 
can normally be reached on Monday through Friday from 6:30 am to 3:00 pm. A message may be 
left on the examiner's voice mail service. If attempts to reach the examiner by telephone are 
unsuccessful, the examiner's supervisor, Anthony Caputa, can be reached on (703)308-4310. Any 
inquiry of a general nature or relating to the status of this application or proceeding should be 
directed to the Group receptionist whose telephone number is (703)308-0196. 



Alana M. Harris, Ph.D. 
Patent Examiner, Group 1642 
February 20, 2001 
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EXPRESS MAIL Nn.FI.Iffl 272 557 US • 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Application of: SCHNEIDER AND JAMAL 

Application No.: 09/305,084 Group Art Unit: 1642 

Filed: May 4, 1999 Examiner: A. Harris 

For: CANCER TREATMENT WITH ENDOTHELBS Attorney Docket No.: 5914-080-999 

RECEPTOR ANTAGONISTS 

AMENDMENT UNDER 37 C.FJR. 8 1.111 

Assistant Commissioner for Patents 
Washington, D.C. 20231 

Sir: 

In response to the outstanding Office Action mailed February 23, 2001, please 
enter the following amendments. and consider the remarks made below in connection with the 
above-identified application. Also submitted concurrently are: (a) a Petition to Extend Time 
accompanied by the required fee; (b) a marked-up version of the paragraph amended herein 
as Appendix A; (c) a marked-up version of the claims amended herein as Appendix B; (d)a 
clean copy of the claims as pending in the present application after entry of the present 
amendment as Appendix C; (e) replacement informal Figures 1-4 as Appendix D; (f) Egidy 
et al., 2000, Lab Invest 80:1681-9, submitted herewith as Exhibit 1 ; and (g) Alanen et al., 
2000, Histopatholog 36:161, submitted herewith as Exhibit 2. 

TINT TTTF. SPECIFICATION 

Please amend the specification to read as follows: 

On page 19, please replace the third full paragraph with the following: 
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Figure 4: ET-1 alters the subcellular localization of E-cadherin and P-catenin. 
Cells were incubated either with or without lOnM ET-1 for 96 hours then fixed and stained 
with anti- E-cadherin or anti-P-catenin antibodies followed by anti-mouse-IgG-Cy3 
antibodies. E-cadherin localization is shown for melanocytes either (A) without or (B) with 
ET-1 incubation and in melanoma cells either (C) without or (D) with ET-1 incubation, 
p-catenin localization is shown for melanoma cells either (E) without or (F) with ET-1 
incubation and in melanocytes either (G) without or (H) with ET-1 incubation. Melanocyte 
cell morphology is shown by bright field micrographs of cells either (T) without or (J) with 
ET-1 incubation. Incubation of melanocytes and melanoma cells with secondary antibody 
alone revealed no background staining. 

TN THE CLAIMS 

Please amend claims 1, 4, and 5 to read as follows: 

1 . A method for treating a cancer, comprising administering a compound 
that is a selective antagonist to an endothelin B receptor. 

4. The method of Claim 1 , in which the compound is a rnimic of Endothelin- 1 
that binds to the endothelin B receptor. 

5. The method of Claim 1 in which the compound is an antisense molecule that 
blocks translation of a polypeptide that activates the endothelin B receptor. 

Please add new Claims 14 and 15. 
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14. (new) A method for treating cancer, wherein the cancer cells selectively 
express the endothelin B receptor, comprising administering a compound that is an antagonist 
to an endothelin B receptor to a subject in need of such treatment. 

1 5 . (new) A method for treating cancer, comprising adrninistering a compound 
that prevents the downregulation of E-cadherin in the cancer cell to a subject in need of such 
treatment. 

REMARKS 

Claims 1-5 are presently pending. Claims 1, 4, and 5 have been amended to 
more particularly point out and distinctly claim the invention; to place the claims in condition 
for allowance. The specification has been amended to include separate descriptions of 
Figures 4A-J in the Brief Description of the Drawings section. No new matter has been 
added (see e.g., the instant specification on page 51, line 31 to page 52, line 19). New Claims 
14 and 15 are fully supported by the instant specification. In particular, support can be found, 
e.g., on page 15, lines 22-24 and on page 48, lines 8-18. Support for the claim amendments 
may be found m the instant specification, thus, no new matter has been introduced. In 
particular, support for the amendment to Claim 1 can be found, e.g., on page 15, lines 15-21 ; 
page 19, line 30 to page 20, line 18; and page 55, lines 3-7. Support for the amendment to 
Claim 4 can be found, e.g., on page 16, lines 1-6; page 22, lines 19-21; page 24, lines 8-1 1 ; 
and page 25, line 22-25. Support for the amendment to Claim 5 can be found, e.g. on page 
17, lines 3-7. Entry of the foregoing amendments are respectfully requested. 

A marked up version of the replacement paragraph and amended claim 
showing the amendments is attached hereto as Appendices A and B, respectively. Matter that 
has been deleted is indicated by brackets and matter that has been added is indicated by 
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underlining. A copy of the claims as pending after entry of the foregoing amendment is 
attached as Appendix C. 

The Drawings 

The drawings have been objected to and require correction. Submitted 
herewith as Appendix D are replacement informal Figures 1-4. Applicants will submit 
formal drawings should subject matter be found allowable. 

The Rejections Under 35 U.S.C S 112. First Paragraph Should Be Withdrawn 
Claims 1-5 are rejected under 35 U.S.C. § 1 12, first paragraph, because the 
specification allegedly does not reasonably provide enablement commensurate with the scope 
of the claimed invention. The Examiner contends that the specification only teaches 
administration of endothelin receptor inhibitors to melanoma cells, as such, administration of 
any compound to any and all cancers other than melanomas is not enabled. This rejection is 
in error and should be withdrawn. 

The specification teaches methods designed to target ET-1 mediated initiation 
of cancer (see e.g., the instant specification on page 19, line 30 to page 20, line 2). The 
specification provides that the invention relates to the treatment and prevention of cancers - 
including, but not limited to, melanoma, prostate cancer, colon cancer, ovarian cancer, and 
mammary cancers using compounds that antagonize the endothelin B receptor or result in the 
prevention of downregulation of E-cadherin (see e.g., page 15 of the instant specification). 
The instant application has enabled the treatment of each of these cancers and, has provided 
evidence of such enablement through the data supplied in the Working Examples 
demonstrating the successful treatment of melanoma (see, the instant specification at pages 
47-52). According to applicable case law, an inventor is not required to disclose "a test of 
every species encompassed by their claims" even in an unpredictable art. In re Angstadt, 190 
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U.S.P.Q. 214, 218 (C.C.P.A. 1976) (emphasis in original). Accordingly, the scope of the 
claims should not be limited to one species (i.e., melanoma) when the methods of the present 
invention are applicable to a genus of cancers. 

Cancers in the genus could be identified by one of ordinary skill in the art. A 
literature search of the NCBI PubMed database 

fhttp://www.ncbi.nlm.nih.gov/entre2/auerv.fcgi?db=PubMed^ quickly revealed a number of 
post-filing publications describing cancers other than melanoma that could be treated by the 
addition of endothelin B receptor antagonists. For example, glioblastoma cancer cells were 
found to undergo apoptosis upon the addition of an endothelin receptor antagonist (Egidy et 
al., 2000, Lab Invest 80:1681-9; submitted herewith as Exhibit 1). Although the antagonist 
used was capable of inhibiting both types of endothelin receptors, the cancer cells were 
shown to express endothelin B receptor and ET-1 was mainly acting via that pathway. 
Additionally, breast cancer cells were shown to express elevated levels of endothelin B 
receptor as compared to their normal counterparts (Alanen et al., 2000, Histopatholog 36:161; 
submitted herewith as Exhibit 2). Even though cancers of differing cell types have been 
reported to respond differently to a given therapeutic approach, all cancers with a common 
basis (e.g., ET-1 signaling through the endothelin B receptor) should all be improved by 
targeting that unifying characteristic (e.£., decreased or inhibited signaling through the 
endothelin B receptor). 

In view of the foregoing, the rejections under 35 U.S.C. § 1 12, first paragraph 

are obviated and should be withdrawn. 
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The Rejections Under 35 IJ.S.C. S 112. Second Para graph Should Be Withdrawn 

Claims 4 and 5 are rejected under 35 U.S.C. § 1 12, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject matter 
which Applicants regard as the invention. This rejection is in error and should be withdrawn. 

The Examiner contends that the recitation of "the compound is a mimic" in 
claim 4 is vague and indefinite because it is not clear what aspect of endothelin-1 is to be 
mimicked. Applicants have amended claim 4 to recite the aspect of endothelin-1 that is of 
relevance - namely its ability to bind to the endothelin B receptor (see, e.g., page 25, lines 22- 
25 of the instant specification). 

The Examiner contends that the recitation of "molecule" in claim 5 is vague 
and indefinite because it is not clear what type of molecule that activates the endothelin B 
receptor is encompassed by the claim. Applicants have amended claim 5 to clarify that the 
type of molecule is a polypeptide (i.e., the only type of molecule that is translated). 

The Examiner contends that the recitation of "a molecule that activates 
endothelin B receptor" is vague and indefinite because the manner in which receptor 
activation occurs is unclear. Applicants assert that the manner of activation is not important - 
only that the receptor becomes active. Someone of skill in the art could use common 
molecular biological techniques to devise an in vitro assay to determine if the endothelin 
receptor has been activated without undue experimentation. The instant specification clearly 
discloses a number of consequences of receptor activation that could be used as a readout in 
such an assay including downregulation of E-cadherin, pi 20°™, and p-catenin as well as 
activation of caspase-8 (see, e.g., page 15, lines 22-25 of the instant specification). 
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In view of the foregoing, the rejections under 35 U.S.C. § 1 12, second 
paragraph are obviated and should be withdrawn. 

The Rejections Under 35 U.S.C. S 102 Should B e Withdrawn 

Claims 1 and 4 are rejected under 35 U.S.C § 102(e) as being anticipated by 
U.S. Patent No. 5,382,569 (the "'569 patent")- The Examiner contends that the '569 patent 
discloses novel antagonists of endothelin that are receptor antagonists useful in treating 
cancer. This rejection is in error and should be withdrawn. 

The legal test for anticipation under 35 U.S.C. § 102 requires that each and 
every element of the claimed invention be disclosed in a prior art reference in a manner 
sufficient to enable one skilled in the art to reduce the invention to practice, thus placing the 
public in possession of the invention. W.L. Gore Associates v. Garlock. Inc.. 721 F.2d 1540, 
1554 (Fed.Cir. 1983) cert denied 469 U.S. 851 (1984); In re Donohue. 766 F.2d 531 (Fed. 
Cir. 1985). Anticipation under 35 U.S.C. § 102 requires identity of invention. Scripps Clinic 
& Research Fdn. v. Genentech Inc.. 927 F.2d 1565 (Fed. Cir. 1991). 

In the present instance, the '569 patent does not describe a method of treating 
cancer comprising administering a selective antagonist for the endothelin B receptor; 
therefore, the invention is not anticipated. 

The '569 patent describes that elevated levels of endothelin have been 
postulated to be involved in a number of diseases. The '569 patent provides a list of 
antagonists of endothelin which may be useful in treating disorders related to elevated levels 
of endothelin. Also disclosed are a laundry list of proposed disorders which may be 
candidates for treatment with the endothelin (ET-1) antagonists. Candidate disorders were 
selected due to reports in the literature of elevated levels of circulating ET-1 in the plasma of 
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individuals suffering from such disorders. Table I in column 5 of the '569 patent lists the 
diverse array of disorders compiled in this manner. 

There is no identification or recognition in the '569 patent that a cancer can be 
treated by the administration of a compound that acts to selectively antagonize the endothelin 
B receptor. Further, there is no identification or recognition in the '569 patent that a cancer 
wherein the cancer cells selectively express the endothelin B receptor, can be treated by the 
administration of a compound that is an antagonist of the endothelin B receptor (new Claim 
14). Furthermore, there is no identification or recognition in the '569 patent that a cancer can 
be treated by the administration of a compound that prevents the downregulation of 
E-cadherin (new Claim 15). 

Thus, in view of the foregoing, as anticipation requires identity of the claimed 
invention, the '569 patent cannot anticipate the invention as claimed. Therefore, the rejection 
under § 102(e) in view of the '569 patent is in error and should be withdrawn. 

In the present instance, Okazawa does not describe a method of treating cancer 
comprising administering a selective antagonist for the endothelin B receptor; therefore, the 
invention is not anticipated. 

Claims 1-4 are rejected under 35 U.S.C § 102(a) as being anticipated by 
Okazawa et al., 1998 J. Biol. Chem, 273:12584-92 ("Okazawa"). The Examiner erroneously 
interprets Okazawa as disclosing a method of treating melanoma cancer comprising 
administering BQ788. This rejection is in error and should be withdrawn. 

Okazawa reports experiments done to characterize the effects of ET-1, an 
antagonist of ET receptors, on a culture of cell cycle synchronized A375 melanoma cells. 
Such effects included the ability of ET-1 to induce cell death or apoptosis of the melanoma 
cells. Okazawa reports that an antagonist of ET receptors, such as BQ788, was able to 
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prevent ET-1 induced apoptosis of melanoma cells. BQ788 was used to rescue cell death of 
melanoma cells induced by ET-1. Thus, the Examiner is incorrect in his allegation that 
Okazawa teaches the use of BQ788 in the treatment of melanoma. Okazawa, in fact, teaches 
just the opposite. According to the teaching of Okazawa, one would administer an agonist of 
an ET receptor to induce cell death of a melanoma cell and administer an antagonist of an ET 
receptor to rescue the melanoma cell from cell death. Thus, there is no identification or 
recognition in Okazawa that a cancer can be treated by administering a compound that acts to 
selectively antagonize the endothelin B receptor. Further, there is no identification or 
recognition in Okazawa that a cancer that selectively expresses the endothelin B receptor, can 
be treated by the administration of a compound that is an antagonist of the endothelin B 
receptor (new Claim 14). Furthermore, there is no identification or recognition in Okazawa 
that a cancer can be treated by the administration of a compound that prevents the 
downregulation of E-cadherin (new Claim 15). 

Thus, in view of the foregoing, as anticipation requires identity of the claimed 
invention, Okazawa cannot anticipate the invention as claimed. Therefore, the rejection 
under § 102(a) in view of Okazawa is in error and should be withdrawn. 

In view of the foregoing, the rejections under 35 U.S.C. § 102 should be 

withdrawn. 

MISCELLANEOUS 
Claim 5 was objected to because of the inclusion of the term "or ribozyme". 
The Examiner contends that ribozymes are the subject matter of Group H rather than elected 
Group I in the Restriction Requirement mailed November 17, 2000 in connection with the 
instant application. Consequently, Applicants have deleted the term objected to from claim 5 
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without prejudice, but reserve the right to prosecute the deleted subject matter in future 
continuation, continuation-in-part, or divisional applications. 

CONCLUSION 

Applicants respectfully request entry and consideration of the foregoing 

amendments and remarks. The claims are believed to be free of the art, and patentable. 

Withdrawal of all the rejections and objections and allowance is earnestly sought. 

Respectfully^submitted, 

(J (JO fij^ ^p. H 3J& 

Date August 23, 2001 /<u^. A- L 30 » 742 

Laura A. Coruzzi (Reg. No.) 

PENNIE & EDMONDS llp 

1 155 Avenue of the Americas 
New York, New York 1 0036-27 1 1 
(212)790-9090 

Enclosure 
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Disposition of Claims 
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5) Q Claim(s) ■ ' is/are allowed. 

• «)E r:i g .mfe) ^-5 14 and 15 is/are rejected. 

7) D Claim(s)____ is/are objected to. \ 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed 6n_ is/are: a)D accepted or t)U objected to by the Examiner. 

Applicant may notrequest that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 

II) D The proposed drawing correction filed on _ is: a)D approved b)D disapproved by the Examiner. 
If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (0- 
a)OAII b)D Sorrie*c)P None of. 

1Q Certified copies of the priority documents have been received. 

2D Certified copies of the priority documents have been received in AppHcation No. . 

3 □ Copies of the certified copies of the priority do^rnents have been received in this National Stage 
a U copies i international Bureau (PCT Rule 17.2(a)). 

•Seetheattach^ , _ 

14) Q Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 119(e) (to a provisional application) 

a) □ The tra^lation of the foreign language provision^ 

15) D Acknowledgment is made of a claim for domestic pnonty under 35 U.S.C. §§ 120 and/or 121 . 

Attachment(s) 



1) S Notice of References Cited (PTO-692) 

2) □ Notice of Drattsperson's Patent Drawing Review (PTO-948) 

3) □ Information Disclosure Statemertt(s) (PTO-1449) Paper No(s) . 



4) D Interview Summary (PTO-413) Paper No(s) . 

5) □ Notice of Informal Patent Application (PTO-152) 

6) D Other 



c 

ft 

Apjtfcation/Om^ 



r 



Page 2 



Response to Amendment .V: 

1. Claims 1-5, 14 and 15 are pending. 
Claims 14 and 15 have been added. 

Claims 1-5, 14 and 15 are examined on the merits. 

2. The text of those sections of Title 35, US. Code not included in this action can be found 
in a prior Office action. 

Drawings 

3. The drawings are objected to because of reasons cited on attached form, PTO-948 
completed by draftsman. Correction is required. 

Withdrawn Objections 
Specification 

4. The disclosure is no longer objected to because the brief description of the drawings 
section contains a separate description of figures 4a-4j. 
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Appticauo^o^N^ ; P ^ e3 ;. 

fArtUnh:1642;|g : ^\-- i --^y^^T : ^?£r. ' : : : y ■'; '^■y^. V->-- - • y \ •;. ; ,■ : ": 

5 ~ - Ciaim ^ contain the recitation " or 

ribozyme". 'V^y- y'". . •• •■ •"■ ■ 

Withdrawn Rejections 

Claim Rejections - 35 U.S.C § 112 

6. The rejection of claims 1-5 and 14 under 35 U.S.C. 1 12, first paragraph, because the 
specification, does not reasonably provide enablement commensurate with the scope of the 
claimed invention is withdrawn in view of Applicants arguments. 

7. The rejection of claims 4 and 5 under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant regards 
as the invention is withdrawn in view of Applicant's amendments and arguments. 

Claim Rejections - 35 U.S.C § 102 

8. The rejection of claims 1, 4 and newly added claim 14 under 35 U.S.C. 102(e) as being 
anticipated by U.S. Patent Number 5,382,569 (January 17, 1995)/ Reference AP on IDS is 
withdrawn in view of Applicants' arguments. 
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9/ . • .' '. T&rqecbo^ 
withdrawn m tight of App^^ 

New Grounds of Rejection 

Claim Rejections - 35 U.S.C § 112 
10. Claims 1-5, 14 and 15 is rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 

applicant regards as the invention. 

a. The recitation "compound" in claims 1, 4, 5, 14 and 15 is vague and indefinite. The 
metes and bounds of the claim cannot be determined. A "compound" can be anything, such as a 
peptide, an organic molecule, an inorganic molecule, a DNA fragment, a plastic, a carbohydrate, 
etc. Applicant's attention is directed to Fx Part? Tankskv (26 USPQ2d 1384) wherein the Board 
noted that under 35 U.S.C. 1 12, second paragraph, the claims must be so definite as to allow the 
comparison with the available art and must also make it possible for the public to determine from 
the claim what it encompasses. How would one know if the patented claimed was being 
infringed? 
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A^pUcation/Control Number: 09/305,084 . • , 4- . ^ ^ 

ArtUmt;l642':^''-"; ; • ' • •. .' • : .''.-V • .: 

••••f':?;Jv 7' "'" ] ^(Mm Sections -35 VS.C § ifo \ ^ ^ ; . ; .-. : . • 

ii; "cia^l^ 5. 
6,063,9li:(filed December 22, 1998)^ U.S. Patent #6,063,911 disdoses an endothelin antagonist 

in column 3, lines 19-44 that can be used in a method for treating cancer. The disclosed 
endothelin B receptor is a nbn-peptide-based pyrimidyl sulfonamide compound. The said 
compound is 5-Isopropyl-pyridine-2-sulfonic acid [6-(2-hydroxy-etho^)-5-(2-methoxy- 
phenoxy),-2[2-(lH-tetrazol-5-yl)^ sodium salt (1:2), also 

termed Ro61. This antagonist, alone or in combination with other anthimor agents can be 
administered to patients to inhibit the growth and/or metastasis of tumor or other neoplastic cells 
(see bridging paragraph of columns 5 and 6; lines 4-16 of column 6; and Example 13 of columns 
31 and 32). 

Conclusion 

12. Claims 1-5 and 1 5 are free of the art. 

13. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Alana M. Harris whose telephone number is (703)306-5880. The examiner 
can normally be reached on Monday through Friday from 6:30 am to 4:00 pm, with alternate 
Fridaysoff. A message may be left on the examiner's voice mail service. Ifattempts to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, Anthony Caputa, can be 
reached on (703)308-43 10. Any inquiry of a general nature or relating to the status of this 
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AppUcation/Conttol Number: 09/305,084 Page 6 . • 

ArtUnk:1642 :^ : ; . ; ; ; 7 " ". ••/.V./-'. 

ap^c^bnpr^ceedmg 

(703)308-0196" • /.',;- V" ; • ; 

AlaiiaNI Harris, Ph.D. 
Patent Examiner, Group 1642 
November 5, 2001 
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